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AB The analgesic effectiveness of a combination drug containing at least one 
analgesic is significantly enhanced by the addition of a nontoxic 
N-methyl-D-aspartate (NMD) receptor antagonist, e.g. dextromethorphan or 
dextrorphan. 
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AB A method for the treatment of acute or chronic pain mediated by the 

sympathetic nervous system comprises the administration of an effective 
amount of an ATI antagonist. The ATI antagonist can be used alone or in 
combination with other drug therapies, for instance, non-steroidal 
anti- inflammatory drugs, antidepressants, opioid drugs, angiotensin 
converting enzyme inhibitors, and diuretics. 
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AB The analgesic effectiveness of a cyclooxygenase-2 inhibitor is 

significantly enhanced by administering a cyclooxygenase-2 inhibitor with 
a nontoxic NMDA receptor antagonist and/or a nontoxic substance that 
blocks at least one major intracellular consequence of NMDA receptor 
activation. 
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AB The comparative safety of nabumetone (1,000-2,000 mg/day) versus 

diclofenac (100-200 mg/day), naproxen (500-1,500 mg/day), piroxicam (10-20 
mg/day), and ibuprofen (1,200-3,200 mg/day) was evaluated in a 12-week, 
randomized, open-label, multicenter study. Patients with osteoarthritis 
(OA) or rheumatoid arthritis (RA) were enrolled in a 3:1 ratio 
(nabumetone rone of the four comparator NSAIDs) . The incidence of 
^1 adverse event considered by the investigator to be related or 
probably related to therapy was similar in all groups. However, 
significantly (p <0.02) more diclofenac- treated patients experienced 
abdominal pain and/or gastritis than nabumetone -treated 

patients. Naproxen-treated patients experienced significantly (p <0.002) 
more dyspepsia as compared with patients treated with nabumetone or 
ibuprofen and significantly (p <0.001) more nabumetone -treated 
patients experienced diarrhea than patients treated with naproxen, 
ibuprofen, or piroxicam. Ulcers occurred in one (0.03%) nabumetone -treated 
patient versus six (0.5%) patients treated with one of the comparator 
NSAIDs (p = 0.001). A decrease in hemoglobin 2:1.5 g/dL 

occurred in fewer nabumetone -treated patients than in patients treated 
with diclofenac (p <0.04), ibuprofen (p <0.04), or piroxicam (p = 
0.055). Finally, a similar percentage of patients in all treatment groups 
withdrew from the study because of adverse events related or probably 
related to treatment. More (p <0.001) diclof enac-treated patients withdrew 
because of elevated hepatic transaminases than patients treated with the 
other agents. Withdrawal because of gastritis was also noted for more 
diclof enac-treated patients than nabumetone -treated patients (p <0.04). In 
conclusion, nabumetone was demonstrated to be at least as safe as 
diclofenac, piroxicam, ibuprofen, and naproxen as related to subjective 
complaints, such as dyspepsia or gastritis. However, more serious events, 
such as ulcers or meaningful decreases in hemoglobin, seem to occur less 
often with nabumetone. 
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AB Objective: To determine whether the pharmacological profile of nabumetone 
results in gastric safety, maintains haemostasis and is renally safe.^ 
Methods: The data from seven double-blind trials and one large randomized 
clinical trial were pooled and subjected to Kaplan-Meier life tests to 
determine the frequency of perforations, ulcers and bleeds (PUBs) . Two 
studies each examined haemostasis and renal effects in volunteers and 
patients. Results: PUBs: The cumulative frequency of PUBs with nabumetone 
was 0.03% in 4471 patients. The cumulative frequency with all other 
NSAIDs comparators ranged from 0.8 to 1.8%. Haemostasis: The mean 
impedance increased with nabumetone and decreased following indomethacin 
in normal volunteers. In patients, nabumetone was equivalent to placebo 
in effect on bleeding time, PT and PPT. Renal effects: In a triple 
cross-over study in an at-risk population of elderly hypertensive patients 
receiving ACE/diuretic, nabumetone had no effect on GFR or PGE. 
Conclusion: The pharmacological profile of nabumetone results in gastric, 
renal and haemostasis safety. 
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AB Nonsteroidal antiinflammatory drugs (NSAIDs) have long been used 

as therapy for arthritis patients. However, in some patients these drugs 
can cause gastrointestinal hemorrhage, perforation, or ulcer through 
direct topical effects, enterohepatic recirculation, and systemic effects. 
In an effort to address this problem, new NSAIDs have been 
developed. Nabumetone, which belongs to a new class of NSAID, is 
a nonacidic agent that has been associated with a low incidence of peptic 
ulcer. This article examines available clinical data on nabumetone, 
including studies on gastrointestinal safety and effectiveness in 
osteoarthritis and rheumatoid arthritis patients, and data that may 
provide an explanation for nabumetone 1 s low incidence of ulceration. 
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AB OBJECTIVE: To review the pharmacology, pharmacokinetic disposition, dosage 
recommendations, adverse effects, drug interactions, and efficacy of 
nabumetone in patients with selected rheumatic disorders and soft-tissue 
injuries. DATA SOURCES: Data from scientific literature were extracted, 
evaluated, and summarized for presentation. A MEDLINE search was conducted 
using the following indexing terms: antiinflammatory agents, nonsteroidal, 
nabumetone, rheumatoid arthritis (RA) , and osteoarthritis (OA). Studies 
evaluating nabumetone reported in articles, abstracts, or proceedings 
involving human subjects were considered for inclusion. STUDY SELECTION: 
Special consideration was given to clinical studies using double-blind, 
randomized, parallel, controlled designs. Studies comparing the 
effectiveness and safety of nabumetone with placebo and other nonsteroidal 
antiinflammatory drugs (NSAIDs) were included. DATA EXTRACTION: 
Data from human studies published in the English language were evaluated. 
Trials were assessed according to study design, sample size, and 
description of outcomes. DATA SYNTHESIS: Nabumetone is a nonacidic prodrug 
that is metabolized to an active nonsteroidal antiinflammatory moiety, 
6-methoxy-2-naphthylacetic acid (6- MNA) . 6-MNA is a structural analog of 
naproxen. Like naproxen and other NSAIDs, 6-MNA possesses 
analgesic, antipyretic, and antiinflammatory activity. 6-MNA has a 
prolonged elimination half -life, ranging from 17 to 74 hours, which allows 
for once-daily dosing. The efficacy of nabumetone for treating symptoms of 
RA and OA has been established in controlled clinical trials. Nabumetone 
also has been studied in ankylosing spondylitis and soft- tissue injuries. 
Adverse effects associated with nabumetone are similar to those associated 
with other NSAIDs. Gastrointestinal reactions occur most 
frequently in the form of abdominal pain or indigestion, nausea, 
or vomiting. Central nervous system adverse effects occur less frequently, 
and are followed in order of occurrence by rashes. CONCLUSIONS: Nabumetone 
is a prodrug metabolized to an active metabolite structurally related to 
naproxen. Studies have demonstrated the efficacy of nabumetone, but no 
advantages over the many other NSAIDs now available. 
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AB Nabumetone is a nonsteroidal anti-inf ammatory drug (NSAID) used 

to treat rheumatic and inflammatory conditions. It is absorbed as a 
nonacidic prodrug and is rapidly converted in the liver to an active 
metabolite which is responsible for its anti-inf lammatory and 
analgesic effects. Published data from earlier comparative studies 
indicate that nabumetone, administered in a single dose of 1 to 2g daily, 
is as effective as aspirin, diclofenac, ibuprofen, indomethacin, naproxen 
and sulindac for the symptomatic treatment of rheumatoid arthritis, 
osteoarthritis, various nonarticular rheumatic conditions and acute soft 
tissue injury. Adverse events with nabumetone occur less frequently than 
with aspirin, and the incidence of gastrointestinal adverse events with 
nabumetone compares favourably with that of other NSAIDs. Rates 
of gastrointestinal ulceration and bleeding with nabumetone are low, 
apparently less than 1% annually. More recently, data from large-scale 
clinical trials and postmarketing surveillance studies have further 
confirmed the efficacy and tolerability of nabumetone. Thus, the drug 
should now be considered a well established member of this group of agents 
for the treatment of painful rheumatic and inflammatory 
conditions . 
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AB In a randomized, open-label, controlled, multicenter, 12-week study, the 
efficacy and safety of nabumetone (1,000-2,000 mg/day) versus diclofenac 
(100-200 mg/day), naproxen (500-1,500 mg/day), ibuprofen (1,200-3,200 
mg/day) , or piroxicam (10-2 0 mg/day) were evaluated in patients with 
osteoarthritis (OA) or rheumatoid arthritis (RA) . The results in elderly 
patients (> or = 65 years of age) are presented. Nabumetone was as 
effective as the comparator nonsteroidal antiinflammatory drugs ( 
NSAIDs) in the treatment of elderly OA and RA patients. Ibuprofen 
and diclofenac caused significantly (p < 0.05) more abdominal pain 
than nabumetone (8.5%, 13.1%, and 4.1%, respectively). The frequency of 
abdominal pain was dose related for all NSAIDs except 
nabumetone. Diarrhea was reported by significantly (p < 0.02) more 
nabumetone -treated (6.6%) than ibuprof en-treated (0.9%) elderly patients, 
but the incidence of diarrhea was not dose related. There were no 
clinically significant changes in renal function with nabumetone or the 
comparator NSAIDs. A significant change in hepatic enzymes 
occurred in elderly patients treated with diclofenac (3.3%), which was 
different than for patients treated with nabumetone (p < 0.04), naproxen 
(p < 0.06), or ibuprofen (p < 0.06). With regard to withdrawals for 
adverse events, more (p < 0.04) piroxicam-treated patients (4.9%) withdrew 



than nabumetone- treated patients (1%) . In addition, doubling the dose of 
nabumetone from 1,000 mg/day to 2,000 mg/day did not result in a 
proportional increase in adverse events. However, with the comparator 
NSAIDs, proportional increases in adverse events occurred with 
increased dose. Finally, the efficacy and safety of nabumetone in elderly 
patients were similar to the efficacy and safety observed in nonelderly 
patients. 
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AB The comparative safety of nabumetone (1,000-2,000 mg/day) versus 

diclofenac (100-200 mg/day), naproxen (500-1,500 mg/day) , piroxicam (10-20 
mg/day), and ibuprofen (1,200-3,200 mg/day) was evaluated in a 12-week, 
randomized, open-label, multicenter study. Patients with osteoarthritis 
(OA) or rheumatoid arthritis (RA) were enrolled in a 3:1 ratio 
(nabumetone : one of the four comparator NSAIDs) . The incidence 
of > or = 1 adverse event considered by the investigator to be related or 
probably related to therapy was similar in all groups. However, 
significantly (p < 0.02) more diclof enac-treated patients experienced 
abdominal pain and/or gastritis than nabumetone -treated 

patients. Naproxen-treated patients experienced significantly (p < 0.002) 
more dyspepsia as compared with patients treated with nabumetone or 
ibuprofen and significantly (p < or = 0.001) more nabumetone -treated 
patients experienced diarrhea than patients treated with naproxen, 
ibuprofen, or piroxicam. Ulcers occurred in one (0.03%) 

nabumetone -treated patient versus six (0.5%) patients treated with one of 
the comparator NSAIDs (p = 0.001) . A decrease in hemoglobin > 
or = 1.5 g/dL occurred in fewer nabumetone -treated patients than in 
patients treated with diclofenac (p < 0.04), ibuprofen (p < or = 0.04), or 
piroxicam (p = 0.055). Finally, a similar percentage of patients in all 
treatment groups withdrew from the study because of adverse events related 
or probably related to treatment. More (p < 0.001) diclof enac-treated 
patients withdrew because of elevated hepatic transaminases than patients 
treated with the other agents. Withdrawal because of gastritis was also 
noted for more diclof enac-treated patients than nabumetone -treated 
patients (p < 0.04). In conclusion, nabumetone was demonstrated to be at 
least as safe as diclofenac, piroxicam, ibuprofen, and naproxen as related 
to subjective complaints, such as dyspepsia or gastritis. However, more 
serious events, such as ulcers or meaningful decreases in hemoglobin, seem 
to occur less often with nabumetone. 
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The comparative safety of nabumetone (1,000-2,000 mg/day) versus 
diclofenac (100-200 mg/day), naproxen (500-1,500 mg/day), piroxicam (10-20 
mg/day), and ibuprofen (1,200-3,200 mg/day) was evaluated in a 12-week, 
randomized, open-label, multicenter study. Patients with osteoarthritis 
(OA) or rheumatoid arthritis (RA) were enrolled in a 3:1 ratio 
(nabumetone : one of the four comparator NSAIDs) . The incidence of 
>1 adverse event considered by the investigator to be related or 
probably related to therapy was similar in all groups. However, 
significantly (p <0.02) more diclof enac-treated patients experienced 
abdominal pain and/or gastritis than nabumetone -treated 

patients. Naproxen-treated patients experienced significantly (p <0.002) 
more dyspepsia as compared with patients treated with nabumetone or 
ibuprofen and significantly (p ^0.001) more nabumetone -treated 
patients experienced diarrhea than patients treated with naproxen, 
ibuprofen, or piroxicam. Ulcers occurred in one (0.03%) nabumetone -treated 
patient versus six (0.5%) patients treated with one of the comparator 
NSAIDs (p = 0.001). A decrease in hemoglobin ^1.5 g/dL 

occurred in fewer nabumetone -treated patients than in patients treated 
with diclofenac (p <0.04), ibuprofen (p <0.04), or piroxicam (p = 
0.055). Finally, a similar percentage of patients in all treatment groups 
withdrew from the study because of adverse events related or probably 
related to treatment. More (p <0.001) diclof enac-treated patients withdrew 
because of elevated hepatic transaminases than patients treated with the 
other agents. Withdrawal because of gastritis was also noted for more 
diclof enac-treated patients than nabumetone -treated patients (p <0.04) . In 
conclusion, nabumetone was demonstrated to be at least as safe as 
diclofenac, piroxicam, ibuprofen, and naproxen as related to subjective 
complaints, such as dyspepsia or gastritis. However, more serious events, 
such as ulcers or meaningful decreases in hemoglobin, seem to occur less 
often with nabumetone. 



